We appreciate the letter by Liu et al. (1) and commend them on their work (1) . We are encouraged that they have confirmed association of primary open-angle glaucoma (POAG) with rs12994401, although it is to the opposite allele from that seen in the Barbados population (2) . These results, in addition to the presence of a monogenic POAG locus in this region, provide substantive confirmation of a locus for POAG (3) . The inverse association of risk alleles between African Americans is not completely surprising given the high degree of genetic diversity in African and African-derived populations (4) and previously described divergent levels and patterns of linkage disequilibrium (LD) in African subpopulations (5) . The situation becomes even more complex when migration patterns to the Caribbean islands are considered (6) . We agree with the conclusion by Liu et al. (1) that rs12994401 most likely represents a tagging SNP that is in linkage disequilibrium with a yet unidentified causative SNP in this region.
Another possibility, given the similar minor allele frequency (MAF) observed in both Barbados and North Carolina African American controls, is that there may exist unequal levels of population admixture within a study cohort (i.e., between the cases and the corresponding controls). From the National Center for Biotechnology Information SNP database, only rs12994401 of the three SNPs stands out as an ethnic-specific variant with MAFs that differ significantly between Caucasians and Africans. Thus, the disease association for this SNP could be confounded with the admixtures, which may reflect in the observed inconsistency in the risk alleles between the two studies. To tease out the population admixture levels within a future study, one analysis we [and Liu et al. (1)] can do is compare all of the ethnic-specific SNPs between the case and control groups to see if, on average, the MAFs of this set of SNPs are similar between cases and controls. If not, the association for this SNP would need to be reevaluated. Until then, the last sentence in the Liu et al. (1) letter says it all.
We are currently investigating nearby genes and conserved sequences for causal association with POAG in the AfroCaribbean population. Finding the causative change or changes at this locus, along with studies of additional African and AfroCaribbean populations, should help to clarify the relationship between rs12994401 alleles (or this genomic region) and POAG. 
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